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1 1 — 125768 

imm%) mmm 

mm<D&m ifiGiei^si/t^-seijsi^cDDNA 

[»^1 3] Kf^i 2fH*©GSaK^^Ml/iz7 0 ^-©y^> K&^£L 



1 



ffi£E# 2 0 0 0 -3 0 1 9 0 81 



11—12 5 7 



1 IB*©GSaiR^«MU*y*-5eK*fet±*©*6fc©lt^tt&IE'ffcS-fi:« 

o 

8] 5mm<Dx?v feizm&mi 6§b*©* 

^i/^^^-gaK^fcti-eciSi:©^^*^^**^***:^^©* 
[Sf^i 9] »#3^3|B*©jKU5?^i/^Fi:^>fxhy >i?i>h**ft 

[»#£2 0] jff*^3|B«©3Ky V7t^ F tiifi5^i|»J J: !>*-£© 
-#S:^LT35fcSJKy 5? * U*-*- F- 

[»#^2 1] !T0fcE3fB«©sKy I/*-*- F* «•€■©-» fefflv^* 3 
#fi:t5fMlEi©l/t^-iet©niRNA©^im 

[»#£2 2] ##^9 3B«©#i;#S:ffiV^z: 2i&4f«i:i-&»:£^18B«©U 

[»^^2 3] «^^2 1 tt^&mMz 2mm.ofcAj5&zm^z>z.£zmm 
t -t %> m^m 1 8B«© Gia K&tss u * - ©#tg #@mt- * ^m©s^j 

2 tfiSE4$ 2 0 0 0 - 3 0 




[0 0 0 1] 

[0 0 0 2] 
[t£5fc©&^] 

lft&U1*:/#-^ajC£MCT£#:©afg£i§@SLTV^ 0 3*1 £© 7* - 

^6K©5 te^fgbT^ £ guanine nucleoti de-binding protein (J^T, 

•t^tSM^-fe^^-SiajBt&Sv^i 7®jRJt3®Mi/-fe>' , *-sejSC (7TMR) 

u ■■ene>«ffjfi j f>iii«©tiiiS:ai«p"r mas^^x ttgeitss 

3 miE#2 000-301 908? 



11-12 5 7 




[0 0 0 3] 

N A ©$Ttf@E#J;tf Expressed Sequence Tag (EST) il ITf- # ^— 

& 1" 5 Zl £ « Kit 7? & 5 c 
[0 0 0 4] 

^mm^mm-t^^m&t: Lxmmznxgfe. ^ot, z. 
<d j: o \z&ikfax<D&mw%\z-&^xmmx-Zbz>\-ift vx&<. mm^m^m 



4 



0}fIE# 2 0 0 0 - 3 0 




•fe ^ * - <Z>tKiB ©<£T £ fa £> fr<D&B<D& St*oT^5«^# 

&%©T?*S. BPS. IflGgfilMll/t^^-iei, ^©ffi^^K 

Srn- K-t-6sKU I/^-^ K (DNA, RN A£ <fc£>*-€-*l £>©Sf^$0 

f *sKU K (DNA, RNASi^H^Ci^) , StsKU^^U 

5 mSE#2 000-3019081 



#5p i 1-1 2 5 7 6^ 

# - S a « © 2631* S M $ * S ffc^fc a tt-t £ ^ L T & & & E £ 
[0 0 0 5] 

gfc*flBfc&Sfcfc*g*, degenerated PCRScJC * o TffrfcUfc 
E S TfiffglciS^v^T, th (t:hi©M) &#©ST&*GgBK2M!8!Ml/1z:/* 

Lfec fit, z.<z>i&mmm*T$ jmmmzmmLfctzz. ^ i~i7is 

[0 0 0 6] 

5. ;ii?!I5:tft§3t^Mi:tSGgaiMSl/t-/^-iaStfctt 

(2) ±m (i) 3B«©GgaR^!8:s[i/-fe^ , *-geR©ap^^^K*fctt 

O) jhgB (i) si©Giei^ii/t^^-5eii:3 - K-r«&&SBJ#i 

6 mn#2 0 0 0 - 3 0 




11-12 5 7 



(4) DNAT^5±IH (3) fB^<Z>/j<U 5* 9 XsOrf F, 

(5) IB#I## : 2T'^$tl^i^»ffi^!J§:^-r§±fH (3) gB*<Z>#? U 2 * i/tf 
F. 

(6) ±ih (3) fa«<z)3j<y i^^- F^^-te^si*.^*-, 

(7) _hfB (6) lB«©Mm^^^^-T^«^$-&fe^M^^ 

(8) _bfe (7) lB*O^S^#$:^#L, ±IB (1) IB*© Gg 

[0 0 0 7] 

O) ±ib (i) mm<DGS:Bn&'&muiz-7$-m&m. Jtia (2) ib«©§i5 
(1 o) _hia (i) mM<DGmmnpk®mu^7$-m&n<nzsif-r}\,temz* 

(11) ±m (9) IB*(Z)^2:^LT^S^»t^ 

(1 2) _tfB (1) fB*CDGge«^^MU-fey^-SeK> _LSB (2) §3*© 
gi5#^^ F£:7cte^;txe>©i&£:Mv^- £icj: y#£,*i5_L§B (1) fB*0G 

(1 3) ±m (1 2) !B«CDGSeK^MU-fey^-(Z)U^>F$:##bT^ 
(14) ±gB (1) ^tOGgaiMSHz^^-gai, _hfB (2) HB«© 

®$*7^\?%fri$*ftb(Dmzm^zzt%:'®nt-tz>±m u) ib«©gs 

(1 5) _hffi (1) IBiOGSaiMSl^t^^-gBI, JifB (2) gB4Stf) 
SPiM^ F£/cte-e*i£>©i&£JS^£ - i: $:MJ:t§'J^> F£±fB (1) 

mm.0 g s e n&®m \s * ^ # - s e jet * & «^ £ ©*s-£tt &m s * * ft 

(1 6) _LIB (1) fB*©GMaSit^Ml/-fe7^-MSK. ±fB (2) mWLCD 



mtE#2 000-3019085 



#5jZ 11 — 12 5 7 



4b-&*£ &«■€■©&©;*? y k 
(17) ±sa (15) mm<D*v v sf%m£t=.i*±m a 6) sb«©*^ 

U -->^^ff h&fB^T#fcft<&, y F£±SB ( 1 ) gB«©GgBf€# 

(is) ±ia (i 5) se*s©x* v tfjtm£t=.te±m u 6) fa«©x^ 
h£jBv>T»e>*is, y^f>Ft±iB (i) ia«©G^a«^ 

(19) ±m (3) ga«©aKy * * f^/w * v y h&^f^r-e 

(2 0) _tlB (3) fiB*©sKy 1^3=- FfcffiSWfciftaSBtfUfc J: #-€■©--» 
Sr^fLT*?.^ 1 ; Is*?- F, 

(2 1) JtlB (3) ffi«©sKy U**- F*fctt-e©-as£JSH5£i: 
t-r^±§B (1) fB«©l^iz:/*-MS5l©mRN A ©£*#&. 
(2 2) _tia (9) gBlR©#i#t:«^S 3 £: S-tlE (1) ffi«CUt 

(2 3) ±m (2 1) £fcte±iB (2 2) IB«©3t*^«SS:fflV>*i^S:«|fti: 

-rsjtsa (i) ffi«©Gsesc^fi:Mi/-fe7 r *-©»iB^B9a"r*3KJft©^WTm 

(2 4) JtlB (2 1) &f=.l$±m (2 2) gB«©£*:£8!«:JB^S£i:&4$8fc£ 
t-S-hfE (1) IB*©GSe«^«:S{l/"fe^*-©«3BSa5ftS*S (*tr&*fc 
»&!£-££) fb-&*b* &&•£©&©:** y fcitf, 

(2 5) _hfB (2 4) IB*©^^ y-->^«6S:fflV%T»e>*l*±ia ( 1 ) SB 

mo g s a ft£f£M is -fe ^ * - © £ se-fb s £ f b-^w * » -e ©i&& £ic bb 

[0 0 0 8] 

8 ffill^2 0 0 0- 3 0 




(2 6) (DS23?w§- : it'gtsti5T5;im m?m-%: IT' 

^ j mmpL ®m?m-% i vmt> £ n s r ^ j mmmz i £ r=. « 2 mj^j: ( # 

m?9*<oi *fc«2flj^± (»*b'<«, i~3oim *y»*b<tti 
~i oim $ bizftg. l< izmffi) 07 ;mt>m<D7n j m-enmztife 
0 swm&u &ittt® j £tit>*:m&'&t>itfc7$ jmm^^m-r^m&nx- 

(2 7) _hfB (1) fH*COGSaK^Ml^-fey^-SeK : bb<«^<Z)^*fe 

JiJilB (2) IB«©ffl^^ KfcL<tt*©fifc, Sft^fc^fcS^ftftS-e:* 
3£&4#m£t-£J:fE (14) ffl«©y#> K©&:£#M, 
(2 8) U K#W*.w:7>3 f rt--T->$/>. # ^tV-f K, zr U 

tf^">f F, ^U>. AV:7l/y$/>, >f3f$/h^>, PACAP, -fe*l^>, 

pjbtiziy* %frish->. 7Ku;^^ay>, y^h ghrh, 

CRF, ACTH. GRP, PTH, VIP (AVTi'f^^ 

^ ;v jKu^^F), vvhx^fx K-/\-*>. ^y>, r^u>. ^ 

t/"dp->, CGRP (%)Vi/h—>P—yV l/-r-f »; K^^f K) , n-fnh 

7KUt'J>, a fc<fctf|3 --ir^-f > (chemokine) (M;U£, IL-8 
, GROa. GROj3, GROr, NAP-2, ENA-78, PF4, IP1 
0. GCP-2, MCP-1, HC 1 4, MCP-3, 1 -3 0 9, MlPla 
, M I P — 1 jS , RANTES^if) , x> K-fe y >, :n>^n#* h'J>, 
j**^^ —zL-u^-yisy. TRH. # l/7f^ V ^iKU >f tz. 

li#9->T?ifcS±SB (2 6) i3«<Z>U#> K©*fe)S*^ 
[0 0 0 9] 

(2 9) (i)±SH(l) fflUg^GSeHftfaSU-fe^^-SagttiL 

9 ffiil#2 000-301908; 



#3* 11 — 12 




m^feli-hfB (2) iB«©SP#^^ Ft>L<tt-^©i&£. y # > F£ fcgtfttS 

(ii) _tfB (1) fBiOGSatr^S l/t -Ifilt L < 
-eoig^feiiJifH (2) gB«©a$^^^ Ffcb 'J Ffcitf 

«*ft^fc&««S*fe*^t©Jt«S:ff<fc^3i:«:4#«fc^-*±ffi (1 5) 

(30) (i) «»UfcU^f>F&JiiH (l) K*a>GfiB«#«3!l/iz:7*- 

sejcfcu hulk (2) ib*©*^^ f*>u 

(ii) «3«Lfey^> F£<fctfi»ffc<&«J:fB (1) §E«© 
G&&n&®m\s^7*- : Bi&'R%l,<lit j e<Dl&$LlLlt±& (2) fB*©SP#^ 
^F*fett^©*lC^ttS-e:fe»-&JCfeWS, «S»LfeU35f> F©_tffi (1) 
Um<DGm&ft&&m]s*7*-&&R*ls<&*<D&tLfc&±& (2) fE«© 
§P^^ Ffcb<te-e©&lc#'r&*£-&*&8Bj£U Jt*H-&;ii:£*l«fc-r 
•2>y#> F£_tfB (1) IE«0Giei^SU-fe^^-ieitfeSf®Si: 

(3 1) (i) «S»Ufcy jtf>F&-LI3 (1) f3*©GgefC£^§^-fe^*- 

sescsr^-r«&«iiiiaicg!«3-afcs-&i: % (ii) fisssufey try Fiszunm. 

M2i£itm&tzi5Vts>* mmi^frV tfy F(DmMMlztt-tz>Mii!?-McZW7£L. it 
ttSItfc^t*'; 2f> Ffc-Lffi (1) IB«©GgeK*^Ml^-fe^^- 

(32) (i) «»Ufcy#>Ffc_LfB (1) fiB*©GSta«*«S!l/"fe^*- 
SefCSr^-rslBllS^lRH^JC^jMS-efca^^, (ii) «9»bfcy^f>F« 
<fctff«»fb^&&±8B (1) SB«©GSSK^!9:3!^-fe^*-Se3KS:^i-« 
«HJiS©K®^tc«jttS-Sfe»^K:fe^*, SCSBLfcy i$y FoWiMMwmWifriz 

M-t&mtt&wfeis* iti&'ir&z.}i*:ftm£.?&vifyF£.±m (i) mm<D 
G5eR^^u*^^-sas*fctt^©ffifc©i(g^ffi%^ts*S'fb^«* 
£»•€■©&©;*# y -—y<m&. 



1 0 



ffiSE# 2 0 0 0 - 3 0 



# 



11—125768 



[0 0 10] 

(3 3) (i) «mbfeU^f>KS:±8B (7) B3«©^R«5SlfrS:**'r<&ifc 
«31t:fc»#fc, (ii) KfeilFMiffc^ftS:!^ (7) gH«© 

vx>F£±m (i) ia«©G®aKi£^Mu-fe^^-MeK^fe»-e©ifet(D 

(3 4) (i) _tsB (1) SB«©G5B*&«gl/1z:7*-fieK^tt*©i6 

tsaisscii^ttft^i:, (ii) ±ta (i) ga*©GgeK^a!i/-fe7 p * 
Gsa«^«Mu-fe^*--sa*s:^*-rsttjisic««ts*fc«^K:fews, g 

y#>K£:Jtffi (1) IB*©G£B«#*8Ml'1z:/*-SaR*fc» 

(3 5) ±ib (i) mm<DGm&n&'&mut7&-m&m*fciz^<z>i&$:m®. 
i£-r&{£&m%:±& (7) mmvmn&mfczmm^&ztiz&^Tmmnmm 

IB (1) IBi0Giai^Sl/t^^-gaitfe}i-e0J|l:fSttfttl)fi:^ 

R*5^#0«i]iaKJc»^LfeGgaR^Mi/*^*-fieK^««a*fc*^ 

KfcttS, GSa^SSl^*y*-SaKS:^Sj|lffJfi](?I»?SttS:a3tU it 
itSii:$:Mtt5'J^> K£±I3 (D SB«<Z)Gg£iK^M i/-fe:7* - 

[0011] 

(3 6) ±IB (1) IBffflGgfilMS^t^^-iei^MfSf^f 

1 1 ffiM#2 0 0 0-3 0 




11-12 5 7 




yy^fatT-yyy. #y<yy, *ttf;^K, z2V*s^h*r—y. 

V7l>vS/>. **S/h*/>* PACAP, -fe tTJUjzSz/* jjJlish 

~y^ 7Fl^;^^a'iX V7h^^f GHRH, C R F> ACTH, G 



VTh^^fX K-A5>, ^^l>>, T^U>\ -fyV*? — >, CGRP ( 
jj;i/i/h->^->'JI/-r-f fK^^f F) , n^fnb'JiX Ay>7\/T7» 

fc<fctf/S -'r^Tb-f > (chemokine) (MxJi. IL-8, GROa, GROiS 
„ G R O r > NAP-2, ENA-78, P F 4 > IP10, GCP-2, MC 
P-l, HC14, MCP-3, 1 -3 0 9, MI P 1 a, MIP-10, RA 
NTES^if) „ :n> K-fciJ i^fO^h'JX HXZS.y. -zr-u^- 
ytyy. TRH, Ay? UTtJ y9&V K*fctt#9 — >T?*SJtfB 

(3 3) *fcti_Lffl (3 5) fE«<D:** U --^i^&U 
(3 7) ±!H (2 9) ~ (3 6) IB*©** U ^^ST'#^tl^>, V 

F£_tiB (l) E*©GSaR^«ai/t^*-5aRSfcttt©1fii:Oi|g^tt 

(3 8) ±fB (2 9) ~_fcfB (3 6) IB*©*? U **:£fi£T*# <b*l&, U 
#>F£JtfE (l) &M<DG&&K&®mi/*7*-&&K$Llt&*<Dl&t.<Dm 

[0 0 12] 

(3 9) ±13 (i) aE^Gsejc^sru-fe^^-seKs^-rsiHiss:^ 
(4 o) ±ia (i) ffi«cDGsejgt^Mu-fe^*-sfi3St€:*W'rs«iiiaoi8i 

(4 1)±E(7) fia*©^««SI#&«#1-*ifcK:J:oTS^«<E#l#:<Dj|!B 

IB (1 6 ) taic<z>^ # i> — — yf^-^-v K 

(4 2) ±|S (3 9) ~_LfE (4 1 ) |3«©* # U F £fflVxT# 



RP, PTH, VIP (/tVTi'f-f^ 



1 2 



fflSE4$2 0 0 0- 3 0 



-12 5 7 6 8 



(Dm. £ £ X-ffc $ & ft-^ife £ £ \t ? (D m. > 

(4 3) _hfB (3 9) ~±IH (4 1) fB«©X ? y ^ h£;gvx-c*§ 

y^r>Ki:±ga (i) iB«©G5as«fi:Mi/*^*-seH*-fctt-?- 

(4 4) ±12 (9) IB*©£tft£;. ±IH (l) fB«©GSe^t£§? U-fe:/* — 

sen. ±ih (2) ffi«©su^^^ fci-z^int><Dm.£zmM2 j &zz.t * 
<®wt£-tz>±m (i) ©GsaR*fiai/t^-sa«, ±ta <2> §a«©3P 

(4 5) _htE (9) mmcDtt&t. &&mi3&iF&s8t{kz<n*i±wi en ih«<z> 
GiaiMSi/t^$-ga», ±13 (2) sa*©»^^K*fctt^tie> 
©sa 3*. mmmz%g&Lf=.mmmztir=.±m en ib«©g 

SBjBt^l/t^-gSK, ±IB (2) gB«©S#*:7^K*fca:-£fte><Z> 

±is O) ffi«<o^ft#^:S:lm«f^sv^^i5i«5e&^c J s^ss*fc©'fe. ^^ffcs#:± 
i«^i/t^^-gai, ±ib (2) 8b«©sp^/<^ K*^tt^n&©ifec5 

[0013] 

1 3 HiliE#2 000-30 



# 



11 — 12 5 7 



^ah mss. tt&Mffi. ^'JTtt iiism -tifiM, 

5>¥j\s/\y*mm. m&mm. ±&mm. ft&mm. mm&mm* mm 
mm. mmm. nmrnm. &&mm, am. ^tuyy-v. rmm. Bmm. i- 
7-=L7)\s3r^-mm. mmmm. 0mm. . 

mmmm. m^mm. •wmm. ^-ihm, ?LMjB&, fiF»jBt» l < » 

& m. mmm. *ms&m. mm. mm. mmr^. mmrm. *b«£ 
ft. mm. /mk. ^m^. isrmn. wm^. n^tm ies& &£t) . 

. TS#, W, J3m Vlft SFglL ¥^J§§L flIcDe>, BW. 

, «S», 5$. 8Hfc* («U-*J», /MB) , Jfit«, J^TJSm. JM. «T*L M 

mm. nmskm. io&jbl mm. wm. mm. #> gens. iriMfc 

[0014] 

li, @H^fJ##: 1 -e^ifc>£*i£7 ^ ym@2#l£$f7 0%J£Ui. $J£L< 

}^8 0%^±, «fcy«F*L<fcfc#&9 0 %J£AJt. $ £ iZftt. b < itffi 9 5 %J£UL 

o 

SH?'J i: miflft tc © *Stt 5: t -T -5 * > a° ? R & ifjW * u v * „ 

tfmm («, »0. 01-lOOi, »i L<tt**j0. 5-20^ J:U#*L 

1 4 StJtE#2 0 0 0 - 3 0 



4f ¥ 11 — 125768 



<tt*iro. 5 — 2^) v$>z>z\ lv^\ i*ie><z>?Stt©ss^>*>^^ 

[0 0 1 5] 

^IfcBB^rjrfiOl *fett2fijgt± (gF*L<tt, l~3 0ita[, «fcy$f*L<tt 

i~i om^, $ biz&$LL<izmm) (dts. ;wt&x$<Lt=.T5i ;mm&L 

*fctt2teJ£Lh (JfSKtt, 1-3 0HE «k*;#£L<tti~i orams 

So 

[ooi e j 

*ss (r^y*^) , ^ag*«c*se (A^jK^ps/^sg) -ess. : 1 

C«^iiS757^^>^;i/« (-COOH) £f-te 
*M>^I/-h(-COO") T^Stf. C5fcS8'#7 5 F (-CONH 2 ) £ £ 
lixx^;i/ (— COOR) "efeoT V\ 0 

r^Tx^^^fc^^sRtlTtt, M;Ll£. *^;k ai^A, n-7°ntf;i/ 
. 4 y^n bVi/^L <tin-7*^;i/^^(Z)C 1 _ 6 T;i/^;i'^ M;U£. S/*n/< 

1 5 ffilE4#2 0 0 0- 3 0 



#5£ 11 — 12 




3H=-ft©y^ y^©{ffif^Jt©g^* -oh, -cooh, 7>;a, 

-r>F-;v«. ?7-v jmtzE) tfm^izumm 
# > ^ * n & if ^ $ n z> o 

*^BJ!©l/iz:/#-S£St©JM£M£ lift, @E#J##: U'^ 

[0 0 17] 

^^©^©-e&oTtjjcv^ M*. ^^©i^^-saic^HF-©^ 

flS*MB« (Hydrophilic) gpft) T&Sfc#ffi3*lfcas#&£fr'*:^ 

Kl?fe-&. BR*« (Hydrophobic) »lc£fc^:7* KfcfiPBiJCJB 

fl*© K*>f tf*:/^ Kfc/§V^S#, a^© 



1 6 



ffifE#2 000-301908 



11 — 125768 



&&m<D&&'<'7* For $ ; m®mz. mtz^t^ftmnv-t? z -gas 

b < tt^J 8 0 %£A±, <fc y L < 1**9 9 0 %J£t_h* S £ L < \$.m 9 5 % 

J^i:©*B|Sp&£:*t-£7 5 ./MEf feast". 

[0018] 

£L<te. l~10fflm Se>JC#*L<tt8S[«) ©7^y>^#X$cU 
Wu *©7^ >*1MB#J£ 1 *fctt2fi#J: L<tt\ l-20lgf|, 

u<iii ~i oigs, se>K:#£i/<fcj:»ra) ©rs ;»#f*inu £fc 
hu ^<dt$ smm#}*p(?>i %fe&2ffiu± m%v<&. i~ioim * 

Uff* L<ttJMS, 3£>v*#*L<ttl~5ragaD ©7 ^ >fgWHtB©7^ ./I* 

*»W©fl|S4)"<^ KttC***«aS*^5K^S/^ll (-CO OH) * 
£»#;i/3*f3f F (-COO") T*&<g>2>\ f&IBUfc#$fi 18 ©*>/*# St© 

r^<, C5MB#7SK (-CONH 2 ) ^f;SiXf;i/ (-COOR) Tffeo 

*««©«S^/<^KttC*ag^3l«*;i/3K^r2/^S (-CO OH) * 

fc!«ji/^i'i/-h(-coo") ttrgBLfc*^93©^>v«^5t©r 

C5fcS8#7S F (-CONH 2 ) ifctilXfA (-CO OR) t'^oT 

1 7 ffilE#2 0 0 0 -3 0 



i 1-12 5 7 



f&fciftfJgV^tlS., 
[0 0 19] 

* & 3 ti iz m c x wm-t z z\ n % x ^ z „ 
iffr^ 2>Z.ii IZ& vmmMM-t2>^£tfx*%2> B 

[0 0 2 0] 

fig, 'OXt KU^r^>»iii, 7^/*^;i/*tfsg, 4 -'O^i^^'O^ 

, 4- (2' ,4'-*;^ h*i/7x-^-t Kn^rJ/^f ^ 7 :c 3f >>tfB§, 4- 
(2' ,4'-^* h=3f S/7ac^;i/-Fmoc7^ ;xf;i/) 7 a: 3r$/ffifl|j& if & 

1 8 ffiSE4t 2 0 0 0- 3 0 



1 1-125768 



^FMtLXlt. DCC, N.N'-SM y:7nfc:/i/;*j;i/ji?2M ^ K, n-o:^-^/-n'-(3- 
ffcJcti^-fe^^ffcfflHW^iDSff (Mill HOBt, hoobO £ t %jc#srr ^ ;m*\g:m 

flft© fC ^in-T Z>frt.f=.\$, ttWWtteTktfo $. tz teHOBt m * & 5 V \ teHOOBtm 7. 
[0 0 2 1] 

ili^J®c«fflL^*^:i:««»Ie>^lT^^S*jK^e>a3l:3g^RStl^*. Mill 

ifCDX^Jh^r*/ tfU^>, ^3f1?->, fh5t Kn77>*if©i-f 
7th-h'JM ^"ntr^-r. hy /i/J&if©— hU/i/IB. mm 

x5 1 ;I/^h*©x^^;I/Sfe^v^^3tlbc^)3ia:©M'a•%^if^«v^e 3 t^-5 0 sis 
* y^^M^m^Kfblzmm $ tiff €. 3 £: #<£q £>*it ^-g>«SH^ bMg. 

mm&ti. mnm- 2 o°c~5 o < c©^h^^m^$^^ 0 rssftsti^y 

J&.J&T $S titter* * frit* &Z.£ifiX"g &. 
[0 0 2 2] 

Cl-Z. Br-Z, y >^-;i/;*-3f t/i3 ;K bVyjlytur* 

1 9 ffilE#2 0 0 0 - 3 0 




11 — 12 5 7 



m 



#;i/tf;3f WAfcf, 7A^rM^fM x^;b. 

\$MW;T)V3rj\s3L?.'rMk) , 77ii/^;n^fMt (til*, ft. ^yz/jizL*^- 

^nS/>CD7a:y-^/tt7KiftS©«flia4:UTtt, Bzl, Clg-Bzl, 2 

\LttVZsG>>{ 5. *'\/-;V<DUm^£ Tos. 4-^b^ri/-2,3 

,6- h U *?-fl/'<>-&>Z>fl/ti\—J\/. DNP, ^> S?;i/^*^p 5^1/. Bum % Boc, Tr 
t, Fmoc;&£ft*/8V>e>*l&o 
[0 0 2 3] 

ft, ts^K, [y;i/=r-;i/ (iiii /<>^nD7i;-jb, 2, 

4,5-b'Ji'nD7x;-;K 2,4-^hn7i;-;i/, i/y J ^^jvy 

\ A°7-hD7i;-;K HONB. N-fc FU^ri/^Z */ ^ F\ N-tFn^fi/7^V 
>f^ K, HOBt) £<Dx.X^;\s) fc£#Mv*£>*i*. IBOftOT ^ ^ ^<Z)?Sttft; $ *i 



2 0 



mtiE#2 0 0 0-3 0 1 9 0 8! 




h y yjitfu* Zy^jifcym. h V y^tfnME&s v^iid*ie> 
. t?^y^>, ^v^^^c^sm**^ t^Mftr^-rf ^ h y y 

ac /—;!/, ^^"T — y-;K 9 l/V—A/* 9 ui/—^ ifZ^fraji/-? 
&2,4-s;- hD7i^;i/i(if^7x;-;i/Mit:J: t JiS$ti, h y y hy r 

;k iA-7*yv^*-)v&£(D&&T<Dmmmiz&&m>um&>ftiz.. ^amit 

[0 0 2 4] 

#>/^«©7^ K#£*f&g[[©:fr?g£LTte. fill *?\ #;i/3l?*5/5fc 

mr^JWin a -i3fr&*r*/frmtr7$ Kffc LT«»bfe«fc, y Misery 

;g<D&mM<D&*&^&#y^?M£C3fcm<D%J\ytf*i/Jim<DUm& 
(Dfr*m3kLfr$yrt?K£ &SBiU £©ff*>A*ff&±SBl,fc«fc3J&;a-6' 
SiaSE 3 li^£j£©f¥llllcov%T»±8B£ITOT*&*. ^JCfcU 

. mM©ffl# y^fC£*#3 3£#-e^<g> 0 £©ffl#>^*ft«:SJE#©#a*MS 
#SI:ffiftUT *f §g L/ . £M M# £ ^ S £ £ 7? MM © * > A * « © 7 S 

2 1 ffiil#2 000 - 3- 01 908? 
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[0 0 2 5] 

-eg*. ^©«l^«fi^fiill*©|RJKI:LTtt, iAH J!s*T©©~(I>K:fa« 

(DM. Bodanszky ££0 M.A. Ondettk Kzff F i/>izS>X (Peptide Synthes 
is), Interscience Publishers, New York (1966^) 

(DSchroeder^3J:t^Luebke. if -^T/^FCThe Peptide), Academic Press, New Y 
ork (1965^) 

®mmm£m. t-f+F&j&ommumwL* amm) (1975^) 

<§>&»mm zat^mmmm u * w?*«<zHb#iv, 205, ( 

1977^) 

[0 0 2 6] 

*^©Hz^^-gajtt&3- FfSfiSBB^J (DNA&fcteRNA, ^i; L 

<f£DNA) Sr^^l-SfeO-e^^lliV^^StiW-e^-aT^JcV^. 

btf Ktlt^ *«l!50Ut7 , *-5ejtS3 - KtSDN A, mRNA§ 

2 2 ffiSE# 2000-3019088 



11—12 5 7 



* 



-*iDNA, H*iRNAitaDNA : RNA©A>f^iJ 7 Kt'^iK - 

^©^BESaTFJ rfrPCRii^cDjSMj 15(7). i997ga*©5EriS*fctt-eti 

ADNA7^^7'J- i(IBLfett-I«©cDNA, ffrffi Lfc*H0& - jffi 
I»cDNA7^^7'J- MDN ACDV^tlT?*) «kV^ "y^-y'y U — {C 

Ffc£^-f*lT*&oT*J:^ 0 £ fc % ffrffi b fcjfflJjS • ffi^J: y total R N A * f- 
temRN AM7>£:S§${Lfct>©£;gv ,k TE3gReverse Transcriptase Polymerase 
Chain Reaction (J^T, R T- P C R&i: § ) JC «£ o T*f*S-f 3 £ =b 7? 

NAT?&ft#fir*lC!>%>©T?:&J:V* 0 

%J£*_h, J: y#* L < tt*&9 0 %^_fc. S4j£F£ L < M:*& 9 5 %J^_b©*g|SH£ £ 
5& i" S $£S?!I £ ■£ "T § D N A ft if ffim V ^ & *i S „ 
[0 0 2 7] 

fcf* ^^^^7- • ^D-i>^' (Molecular Cloning) 2nd (J. Sambrook et 



2 3 



£BfE# 2000-301908* 
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al., Cold Spring Harbor Lab. Press, 1989) lZnZM<DJj'&te if. &Ct£ o Tfit£ O 

mM, #*L<«:*&1 9—2 0mMT5\ jfig*fi|& 5 0—7 0^, L < (i^J 6 

0 — 6 5°C©^:#£^t-o #fC, MJ tfA^^l 9mMT'SW6 5lC 

■T -5 D N A & if #M V* US „ 
3fc»W©l/"fe^*-5aRS:n- K"f £ DN Atf>&gU?rj©-g|5, JfcttlD 

®m u± 7 * - m a stem r n a t. <D^wm z ft l x g m a i/ 1 -x # 

-SeRM3*RNA©aWS*ifeBB?!IK:ffi*ie5<fc3KU Z * R Ggfi 

2 4 ffi|iE#2 0 0 0 -3 



11—125768 



(SSI) 0)7^ /^SifiTJibT^S. GgSK^^Ml^-fe^^-^eKite 
-?-(Z>5' 5g/\Ttf>;b-^ 5' ^6 • V tf- 5' 3g#UiRfif 

[0 0 2 8] 

„ 2 -"^a-^rSz-D- ysK-^Sr^l/TV^JKy^tf^S/** l/;*^ F. D- 

U V - \% D N A ^ R N A tp IZ % ffi $ tl -5 J: -5 & & S C?) ^ T U ^ ^ CD am 
2*iDNA, l*iDNA, 2*|RNA, 1*|RNA, $e>fCDNA:R 

2 5 &fiE#2 0 0 0 - 3 0 
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lift -7V >%.tf¥V ^>tS5:^ttSCD^t*<, #gft?£;Jx£^-<D 
[0 0 2 9] 

• y.V I/* 7 F ■ 0R») tt, RNA, DNA. £>6 

V^i^3*lfc*Sfi& (RNA, DNA) T*3bZ> e Mt#M Z. IsT 

ie>LT#5|(|itt^St^-e3R#<^ie>tlTfe*;. MX-tf J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

2 6 !tifiE# 2OO0-3019O8f 



# *P 11 — 125768 



iSftfcy, * J: 5 fcfllK *X*'Jb:yK, 

#&tfe>*l&c 33Ufc%©8:, Mtf)3' «£>SV>tt 

[0 0 3 0] 

V>. ^VADNA, ^VADNA^^^'J-, itTfE • 

©cDNA, f&SBL£#fflfi§ • ffilfi*©cDNA7-f MDNA©V^ 

fig • ttl&K J: »J m R N A ®# £ Sl$g LTc^O&M^T tH^Reverse Tr anscr iptase 
Polymerase Chain Reaction (J^T> RT-PCRitd^tS) IZ J; o TiHg-f 

1) BB#J#-£ : 2T*^*5$tiS*SSBH?aS:J&'f-SDNA©fflS^i6Sia?US:^ , r* 



2 7 



mSE#2 000-301 9088 
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D N As (2) fg#|#-if : 2 tr^t)^ *iS£2£U#[ /W X h V > S/'di > 

if) l/t^-SfiI$:3- Kt*DNA<&W#fiSIE?rj3:£-r*DN 

A&if#jg^e>*i£o 

IB3«# : 2T'gfc§HSt2fi^^ ^Xt'tSDN Ail LTI1 M 
* K*U#-& : 2 S 4x S &£1B?U t|«j70 % JglLt, & * L < tt**J 8 0 % 

J^±, i^JK^go^gi, W^t<ttl!i95%g±0ffi!^tt?:| 
"T Si&iSS^JS-g-^i-* D N A & if #JB^ £> n*. 
[0 0 3 1] 

^TPC R&IC J: o TifiPM-t -5 3b\ * fc&ii^ ^ # - DNAI: 

fcfr&J*DN A&M^T*^Ufc%©fc©A>f 1f— a > IC <£ -o TjU3 f J*3" 

Slt^ttS. /\>f #*-f if—>a>©#&&. #lx.tf. ^U^ra^- - 9 
U— — ytf (Molecular Cloning) 2nd (J. Sambrook et al., Cold Spring Har 
bor Lab. Press, 1989) KfBtf 0>:#i£fc4f MEoTfrfc^ 3 *. $t=.. 

rum®?*-?? v-zmm-tzma?. mttvmmmmmizmm&xmzifc-oxfi 

[0 0 3 2] 

DNA<Di&mm?m^mt, £tfB©*yK Mutant™-G (£$gjg (** 

) ) , Mutant™-K (Sffi5t («c) ) fc£&JgV>T\ Gupped duplexg^Kunkel^ 

& if © g#£j*n© wi-e*i e> tc^g vs^mzft^ tfrfc oz.t ^-et -5 

o 

2 8 mil#2 0 0 0 - 3 0 1 9 0 8 




#5p 11 — 125768 




U £fc3' ^Sgfiff»CtttIiRjR±=l K>h LTCDT A A. TGAifcliTAGS: 
^UTVNT&J:V^ 3ti6©aSRBB*&n K>^>»3RjKFifca F>&. ig^&iirJ&D 

[0 0 3 3] 

^ — fcUTtt, K (#U PBR3 2 2, P BR3 2 

5, P UC12, p UC 1 3 ) , ttf ifi3fE©y5^5 K (flf, pUBllO, 
pTP5, PC19 4) , i«^7^5K (M> p S H 1 9 , pSH15) 

, A3r=LUV-4 JV^teifOMOtoV^ ;i/X&£f(Z)tf6 % pAl-11, pXTl, p 
Rc/CMV, pRc/RSV, p cDNAI/Ne o^M^f>ti§ 0 

o 

3*l<D<Z)9t>> CMV^n=E-^-, S R a >fn if V^SCOjW 

r e c A^D^E— IP^n^-if-, 1 p P^D^-^-^if^ 

penP7*D ; E-^-*^ Ig^jBWSrT?*) 5 PH05^nt- 
PGK7°n : E-^-, GAP-^n^E-^-, ADH^D^-^-^ ififiUfr 

iLi>ii\ m£WM&mti&"eib 3tfy\Ky >:7n=E-*-, pio^n 
^e- Lv> 0 



2 9 



miiE# 2000-301908 




11-12 5 7 



[0 0 3 4] 

V4 0 o r i fcttft-rs©^^**) J&iffc-g^LT^S^&ffiV^ifctfT 
SS. SiRv-A-i:bTtt, Mxtf> S?fc-Kn£Bfc3S7cS3* (J^T> d h f r 

(^VM/^t-h (MTX) Bfffi] % T>tf*/ 

^ (J£TF, Neol:8»t«*W4, G4 1 8Bft) *>*l*. # 

IC. CHO (d h f r") *fflfl££^Td h f r a^SrSBiRv-*- £ ITS 

K©NSg^ffi!r»c#jiii-s. i^ii>iyt7iiT'fesi^it phoA • */'>r 
■r^mn. om P A • ty^±jvmn^t't^. m^^^^mmv^^m^n. a 

T*2bz>m&&. m f a • */y±n,mm. sue 2 • s/^f-;uge#i&i:\ 

[0 0 3 5] 

Xi/x'Jb7Sl©MMtbTil li/xUtT- 3'J (Escherichia col i 
) K 1 2 - DH 1 i-7ni/-Vi'?X - - if • -ris3-rji • TiJ-r^- • yt 
•? - V>(3LZ/i/>(X • ?l~7 • - n. — x.X3L— (Proc. Natl. Acad. Sci. US 
A), 6 0t, 160(1968)], JM103 * >f 1/ y # • T *✓ y X • 1) 
If — (Nucleic Acids Research) , 9^, 309(1981)], JA221 
(i^-V — • ^"f ' l/^fn.^— • Jijtf U V— (Journal of Molecular Bio 
logy) ], 12 0 i&, 517(1978)], HB101 IV-v—fA/ • ytzf • ^ 

3 0 M2 0 0 0-3 0 1 9 0 8J 




#31 11-125768 




\/^=L=y~ • /H^ny-, 4 1t, 459(1969)], C600 IV 

4 V $7. (Genetics) , 3 9f, 4 4 0 ( 1 9 5 4 )) & £#/B ^ £ *l<5„ 
^'f;i/^lii:bTll Mx.fi. ■ (Bacillus subtilis) 

MI 114 24t, 255(1983)], 207-21 tV^—TJV 

• • A^Hr^r^ h U - (Journal of Biochemistry) , 9 5i, 8 7(19 
8 4)] fc^jWav^ftS. 
if i:bTtt, M^-^> U-*;AD7>ft^ "fel/lfS/X (Saccharomyces cere 

visiae) AH22, AH22 R~, NA87-11A, DKD-5D, 2 0 B - 
1 2, S/Vify ^OV-Y -feX /K>^ (Schizosaccharomyces pombe) NCYC 
1913, NCYC2 0 3 6, f3f7 ;Uh'J^ (Pichia pastor is) 

[0 0 3 6] 

MMO&iiLTW:. Mx-tf. f>fMA*AcNPV0i^t 
3fe$Jtffcj(WJiB (Spodoptera frugiperda cell ; S f MJBS) . Trichoplusia niCDcfi 
J»&5fe©MG 1 MIS. Trichoplusia ni©|Pffi5|5©High Five™ Hfljjg, Mamestra 
brassicaeft5fe©^j^^^:ttEstigniena acreaft5£tf)0flg& £f v\ fts, C/>f 
Jl/7^BmNPV0l^l (Bombyx mori N; BmN«Ji§) 

if#;SV*£>*l&. SSf MlSil LTli, fflz.lt. S f 9 m$& (ATCC CRL1711) , 

5 f 2 imm (JK_t> Vaughn, J.L. >f > • tf-f (In Vivo) ,13, 213-217, 
(1977)) &£ifim^*>tl&. 

IfitbTH m*.l*s *-Y^(Z)^J&^^^Mv^e 5 ^^-5 (fuH£>. 
(Nature) , 3 1 5i, 5 9 2 (1 9 8 5)) 0 

mynfflMtLXlt. Miil t;i/«COS-7, Vero, f^>f--X/\i 
^^-IICHO («T, CHOlWJffiltttSB) , d h f T?A&&Mg&-vt 
XAAX^-ilCHO (Jg*T* CHO ( d h f r~) M^HgfB) , V^^L 
7'5^AtT-20, V^^^xn-TlHfig, 5^fGH3, h F Lifffl 

[0 0 3 7] 

3 1 ffi£E4#2 0 0 0 - 3 0 1 9 0 8 6 



4^ 4f ¥ 1 1 - 1 2 5 7 6^) 



• -Ti/B-J-fr - T^t-*^- • it -7 - *y4^.yV4X • 7t7- if- n-oixzn- ( 
Proc. Natl. Acad. Sci. USA) , 6 9 #, 2 1 1 0 (1 9 7 2)^S?-> (Gen 
e) , 17#, 1 0 7 (1 9 8 2 )& £{Cf3«©#&tCt£o T*f&3 ZLil^T'^-g) 

□ 

;i/ • 5?x:*:r-f y (Molecular & General Genetics) , 1 6 8#, 1 1 1 ( 
1 9 7 9)fc^CfB«(Z);£&{C^oT?f&e>3£#T^&o 

;* <y VX • -<> • x>if-f^n>^- (Meth 
ods in Enzymology) , 194t, 182-187 (1991), zfUi/-Vy 

yx- ■ if • ^-i/3^-;i/ • 7#t^- • if-f:n> wx- a-:/- if - 

1-1^1- (Proc. Natl. Acad. Sci. USA) , 7 5i, 1929(1978 

o/Technology) ,6, 47-55(1988)) J&if iC|B<KCD*i5fetCfl!oTff&^ 3 t *«T?^ 

Z3-;i/. 2 6 3 - 2 6 7 (1 9 9 5) (flSI*fc*8f?) , ^OD^- (Virology 
), 5 2t, 4 5 6 (1 9 7 3 ) lCfB«tf)#&fcG£o T*T& 5 ~ fc#T?£5. 

ITS, 09* tf, U >^-tK^^- h'J ifeftv^ 

LT*>«fc^„ *gtfe©pHM:*&5~8#M*l/V^ 

3 2 ffifiEff 2 0 0 0 - 3 0 




11 — 125768 
[0 0 3 8] 

x>>iiJh7li5:§itl>MI!stlTii #if$ 
;M*<£tiM9mi& [S^- (Miller) , • jf-^- ai^x^U *yy 

• -4 ~y • 1/*c=l : y — • i/x.^-j 1 -^ y % ~X (Journal of Experiments in Mo 1 ecu 
lar Genetics) , 4 3 1 —4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2) jtf#i:UV\, ClitCi&5|tCj:»;^ , n i E-^-S:WJ:<«^-&Sfci& 

*&£aW^/l/XM«©»"&, ig#teiIS**J3 0 — 4 6-2 4 B^Rff? & 

(Burkholder) [Bostian, K. L. ^ni/-i?>^X- 

- if • -rt/m-rjv • T^jt^^- • • if>f :n>W X • • if • n-rc 
^m— (Proc. Natl. Acad. Sci. USA) , 7 7i, 4 5 0 5 (1 9 8 0)] ^ 
0.5%#if ^;^JMt§SD^i [Bitter, G. A. ^Ut/-py^ 
X • • if • ^-^/3^-;i/ • 7#-r^ - - *zf- if-f x> W X • • if • rt 

— X^ni- (Proc. Natl. Acad. Sci. USA), 8 1f, 5330 (1984 

) ) tf&tf&tlS. pHtt#&5~ 8 tCSSSEf LV^ 0 ^tttif 

*&2 0°C-3 5X3 Tift 2 4 — 7 2B£!8HTfcVV *&HICJS £ T SJ# *1B7LZ> 

a 

[0 0 3 9] 

ace's Insect Medium (Grace, T.C.C. , % A *?■ ^ — (Nature) ,195,788(1962)) 

«©pH(i|?l6. 2-6. 4 CiSMrrS©##£ LV^ i&#«:ji#«j2 7°CT&J 
3-5 BIBtfffcV^ &MJCJ&CTfi^«#fc;«ia.S. 

— 2 0%©JB&j!E4 i Jfo»£:"£*rMEM#ifi (if-Y^>^ (Seience) , 12 2i, 

3 3 ffif£#2 0 0 0 - 3 0 1 9 0 8 I 



11—12 5 7 



501(1952)], DMEM^fiS (^f-f DDi/- (Virology) , 8#, 396 
(1 9 5 9)], RPMI 1 6 4 0 • • if • V # > • 

^^T-iiJ)]/- 7V % >i _> >H> (The Jounal of the American Medical Associa 
tion) 1 9 9§, 519(1967)], 19 9 Jgife tz?U */ — i?y ? • Hrzf • if 
• Vt^If-f • 7* — • If • tfnS?;&/b • J-^rJT.y (Proceeding of th 
e Society for the Biological Medicine) , 7 3f, 1(1950)] fciftfffi 
V^ftS„ P HfcM&6~8T»*©#fiF* LV^. Jg*&*i^j|3 3 0 *C~ 4 0 °CT* 

[004 0] 

© u-fe zf* - s a « & * v^ iiM^ ^ » m-r & ic m l x it. 

m^Wi. vv^-^^xfx^r=.itm^mm^^izj:^xm^^^itmm^ 
wm&m v * b ti * . ^® m © * c Mrfc & afc y r - 2? > & if ©s e jtsEttSj^, 

^ Ky;i/«»*»i£j&if©±i:LT^ : f-*©^S:faffi'rs*& -f:fr>3£$?n 



3 4 



ffiSE#2 0 0 0-3 0 




#5p: 11 — 125768 




[0 0 4 1 ] 

^=Eb'J^», r;i/^r-;i/x> K/<y^^*--fe\ ^nf>f>*t-f, ^'jn 

[0 0 4 2] 

##8t9!©U-fc:/#-gSfC. ^©fiP^^ F ft *>©i&£fgiSl,« 

^©i^-fe^^-gas^^i^iBi-^) ic#-r^m^», ^^©nz^-gB 
K*-£#tJiCfc btfflK e#:^©m#:^fe(imjfe*©^^^^oTig^-r§ 

[0 0 4 3] 

(a) ^a^--;i/m#M^M©^ 
fcW&K*fte#&£vniffifl:, i: ft*. iSl^lclSUT^ 

3 5 aiflEiff 2000-301908 




#3* 11-12 5 7 



> h Sr^bTtcbv^ n^ltM^2^6Mmz 1 0fo s It 2 ~ l 0 [gig^f 
>yh> v^x. ^yK -V^tf&ifZti&fiK v^£«fcl)^y h*W 

(Nature), 2 5 6#. 4 9 51 (1 9 7 5^) ] Km^m 

PEG) ^4l^>^ L< &PEG#JSV^;n 

#MM*fflJ^£: bT&. MAH NS-l, P3U1, S P 2/ 0 &£#£>tf £ 
P 3 U 1 L<fl3v^*i£ 0 fflv^ti5$iM§aJS (iliU) 
fit^#M®M^i:©^*LVAj:fc^«l : 1-20: liST'J>'J, PEG 
£ U < te> PEG1 0 0 0~PEG6 0 0 0) #10—80 %@S©^S"e^D 
£*U i20~40t, Jftt<»|!l3 0~3 7TCT-|!jl~l O^^V^fa^ 

- hT&ztiz&vmm±<mmMi$itmmT*zz> B 

[0 0 4 4] 

jfiffjfi^^^^©©^, ^7-?^M^n^U >ffi##Mv*e>*i5) ^fcli^n-r- 

-7V ytfLtfctfclt^n^^yA&mMZ'ttfeWffiiz^j -?V K-^ig#_h?ff £§s 



3 6 



dtiiiE# 2 0 0 0- 3 0 1 9 0 8 f 




&?ZttfT*gZ>f)\ ii H A T (\iiS*Vy^y. T^^-r-U >, 5=-^^ 
» ^iilfci»iM»HT'l^«li:^ttS. Mints J: tffiM© 

&V>„ fill 1—2 0%, £F£ L< l±l 0 — 2 0 %<D*m!&fiim ZStiRPM 
I 164 O^fifi, 1~1 0%(DWJftif^^GIT«* (ftJ3fc$«X!i ( 
80 ) :/U F-vJ&i*Mfc]fii«tf&ifi (S FM- 10 1, (* 

) ) tzzzm^&z-ttf-egz, mmm&i*. it 20- 401c, ft±L<&m 

[0 0 4 5] 

(b) =£j ?u-f--)\sffifa<Dmm 

cm. deae) iciswm mm&m. >f 

[0 0 4 6] 

3 7 ffiSE# 2000-301908 




1 1-12 5 7 



~f^-y 1 tcML. ^0.1-20, ^£L<kM$i~5<Dig^^#:/;i/3-£s# 

[0 0 4 7] 

^^n-Ft^DNAit ( i) fcmn&i'-te-j'z-s.&mzft-rzvtfy f ( 

^icg5*1-^>^«©^l5&^i;t>V^fe»^M. (3) Mfc^-mmm. (4) * 

i§B^©GseK^Mu-fe^^-^aM{c*f-r«>y ^> k©^4> (5) 
©Ggat^tf ^t^^-saa^y^ Fh©^'&£^fc£i±&fbiir^ ( 

Mfi^t^^ -geii: U F£©&li^4£IHb$i±Mfc^#> (73-^ h 



3 8 



ffilE#2 000-301908 




11 — 125768 

«tf»?n, (9) *^©Ggei^§JHz^-iai?:3- Kt^DN A?: 
[0 0 4 8] 

>, ^j-f^V^F. ni/^^b^zx tnMx 
ra-nW FY, *bf*-f h\ "/U>> /ty^i/yj/x ;T*S/hS/>, P 

f>^#^>\ GHRH, CRF, ACTH. GRP, PTH, VIP 

3 9 fflSE# 2 0 0 0- 3 0 1 9 0 81 



m *P 11-12 5 7 



^u>, T^u>> -fjV^—y, cgrp Y—yv-y V v 

D>?K^-y->, 7"5V$/>, TFbt'JX a 33 Jctf/S -^r^Ejt?^ > (chemokin 
e) <M%M* IL-8, GROa, GRO/3. GROr, NAP- 2. ENA 
-78, PF4, IP10, GCP-2, MCP-1, HC14, MCP-3, 
1-309. MlPla, M I P - 1 (3, R A N T E S & if) , m> FiZ U >> 

v?*, 5vK *5/, tyy, -y-^&if) ®&iNHftffi&, #ffl 

w<o^-fe^*-ga«tc»inu fflMmmffi&teif*mfcv&tf*>ftwv. mm 

[0 0 4 9] 

JMfclftfCH;, #*89!©y:tf> KS^tfSstt, -5BR, 

rtcGMP^ -ry s/h-;i/ij>^gi^ fflftiR«&&8&, mmiHSiBKcov 

[0 0 5 0] 

4 0 £fifiE#2 0 0 0- 3 0 




11-125768 



BRfc b < itl**ftm<0&ft'<'7* F*> b < tt*©l&JC«jtt 
®^lib£t»ft;-£-«, ##gf£© -lei^^t^Mt 

-r & iz&MMfo * -t & z. £ jc <k o t mk± jc mm b & i/ -fe ^ * - s a « c 
% jc *f -r & ^ * & as ^ b -r ^ t & m m t •* z> # m m © ^ # - g e « ic & 

-?&VJS> F 

[0 0 5 1] 

7tf^n'J>lE MftCa 2+ 3giL MftcAMPm »WcGMP 
y F©»J£2f8U 

©KHft^i^ ^^©biz^-gajtSm- Ft5DNA$:MtSf f 

U >5Slt, ifflUBftC a 2+ 5fi«6, fflliSWc AMP£fft, flHB&|*r 



4 1 



ffiiiE#2 000-301908 




#5£ 1 1 — 1 2 5 7 6' 



[0 0 5 2] 

bTV^„ 

K 1/ -fe y * - S B ft & 3 - F "T £ D N A PfffUfr^M^ SA*Wie T? 38 Si* 3 
£lc<fcy*T&e>3i:*W£bv^ g65i:t§geiM$:3- Ft^DNAHrit 

izit. mn. ffl*tDNA^M^e>*is^ i&^bfcrfucia&sjixs 

St&3- Ft§DNA^I:iiitiM^AU> ftie>l:^J: <5§lSt 
<^?H^-r;i/^ (nuclear polyhedrosis virus; NPV) ©jKU F U i E- 

t*>f>yn^- ti F t - h 1/ 3 y # -fu^- , if^f b^^a^jb 
^^■pzg-^-^ sRa:7n^-*-fc£©TffiCffi#&tf©*<#*bv*. 

CNambi, P. if • • ^ • /Wtni?*^/ • >T ^ X F U 

- (J. Biol. Chem.) ,267#,1 9555— 19559K, 1992^) lC|B«©#ifelCt£oT4T 

[0 0 5 3] 



4 2 



tB8iE#2 0 0 0 - 3 0 





11-125768 



M##<^£*l6M#©3t £v^o MMVffiWJS&tLTte, Potter-Elvehj 
0 (Kinematica*±Sg) SWa6»CJ:*«#, 7 ^ & if -£#nflt 

LTM^&ftS. MAll 0JM<#?&£<£ig ( 5 0 0 r p m~3 0 0 0 
rpm) T'^^ra fa 1 #~ 1 0 £0 MvfrU Jh}§£ £ <b iCiSSg (15 0 

0 0 r p m~3 OOOOrpm) 3 0#~2B#H5S4>U #<b:ft£ifcM3: 

BUf^fc-r*. »RH^4»tctt, ffc^Lfc l/1z:7*-KBKfc*llllfcfi3fc<Z>y >flg 

[0 0 5 4] 

, IfflMmt-V 1 0 3 ~ 1 0 8 #iF- L<, 10 5 ~10 7 ^TO5 
«S»l,fc&*frffc#4&i:UTW:, C 3 H] , C 125 n > [ 14 CK [ 35 s] fcif 

4 3 ffifiE#2 0 0 0 - 3 0 1 9 0 8 




4} 1 1 — 1 2 5 7 



tnh^x ^7h^x mch, - rL-n^^ FY, >rtf^--r 

h\ ^UX ;ty^l/>yi/X PACAP, 

=f>, 7KU;^J?a'J>, V7h^^fX GHRH, CRF 

, ACTH, GRP, PTH, VIP (AV7^f^7* >f >t^-x- -f ±;L/ sK 

y^y^F), whx^fx ; E5 L u>, 7^y>, ^7^1 

CGRP h — >*?->y I/— r--f y F^^ F) , n^nhyx> 

Kl/^-U>, a £<fcT>* )3 -^^ETJ^T^ (chemokine) (MiUf, IL-8, GR 
O a , GROiS, GROr, N A P - 2 , ENA-78, PF4, I P 1 0, G 
CP-2, MCP-1, HC14, MCP-3, 1-309, MlPla, MI 
P-l /3, RANTES^if) , x>KirU>, i>rn^hU>, 
> % -a-Dr>^>X TRH, 7\°>* 1/75^ y * tfV -f F£ 

[0 0 5 5] 

M§g"f-£ 0 Ay7 7-lCH pH4~10 (M£ L< lip H 6~8) <OV>WtA 

■SSlWTf, CHAPS, Tween-8 0™ (7E3E- 7 h 9 **±) , ^3rh- 
rt^ri/nl/- h^^©#®^14^^iyifiim7;i/^$ >^if^^>^4f© 
*SS6SCS:7^f ^T-lciD^.-5Cl t%T»tS. S£>fC ^ , Dt l 7--€IC y 
iz:/#-^y#> K©##&#*.SBWt?pmsf, n-r^y^>, E-64 ( 

TfgS. 0 . 0 1 m 1 ~ 1 0 ml©gEl/iz:7*— iSifclC, — j£4 ( 5 0 0 0 c p m 
~5 0 0 0 0 0 cpm) (O ( 3 H) , [ 125 I ] , C 14 C], C 35 S ] fc4f"e«53ft 
L£KM£«ft#£-t!:£ 0 ^4t^^-^4 (NSB) ££n& fc#> &c±«J(D 

4 4 tBIE#2 0 0 0 - 3 O 1 9 0 8 I 



11-125768 



^Mm<Dmmt^ty*iNz-fcfiLmi-3.-zr%mn~$'z> a on***, 5 o°c 

r >*-T?#fiflrr$. (B) ^e>^#^^M^-* ( 

NSB) £3l^£:27?>h (B-NSB) #0 c pmSj8AStt»{t;^«&*» 
[0 0 5 6] 

7?* F>M5&M> 7tf;^'J ifflfl&ftC a 2+ ^||. IMcA 

MPm M^cGMPm -Y^S/h-AU ft? 
ffiP*Xejt©y >Mfrffc, c-fosOffifift, p H©<BT jit* SiStti: 

if LT—£l$ia>f >^rL^- Mfct, *fflflg£»ffi&£ ^ tt_ht&* & ISJR 

T%«fcV*. cAMPjg£»fflJ&if<Z>?StelC"3^T«, 7*^3'J>^if 

[0 0 5 7] 

4 5 mSE4# 2 0 0 0 - 3 0 



#3p 11-12 5 7 



Hanks' Balanced Salt Solution (3r -/nftig) IC 0.0 5 i/MmTfr 

bhb»ut*»&v> 0 

10 5 i/«tiftU 3 7°C. 5%C0 2 , 9 5%airt'2BFI§itfct)© 

o 

<D*SK»l!Hfc£4iJ 

t*3& m & #*&t b t=. % © 

?K^^<WffilCDt)©£4 ,, C&£>vm- 2 0°C&CT^#U ffi^ftCMSMjR*f?R 

kit i /tMic#3K"rs. 2K^c^i^S^^S:^K»fls-&«K:t^v^T^*, s^^ti/jM/ 

k, dm so. * & j -jvmizmm-t&o 

WfR-ffc-^fttrac**©^ loo — loo 0te«v^£K:wa8i-«. 

[0 0 5 8] 
2. ?»Ia£& 

(pi 2 7tm^*M^V- KtCT«*Lfc*»W©l/"fe^ , *-Se3Bt«^CHO 

®«3RI*lfcfls£ i ft& 5 /t 1 JniL, giBKiT 1 BfMSLKJ&SitS. ^M^tt^iS: 

(DM«I&£U lml©Ss^M««*"e3|lI«fc^'t-&. MMK^hf-mm 
KK"lfc^*S:0.2N NaOH-l%SDST^ilU 4ml©i#i/>f 1/ 

4 6 ffifiE#2 0 0 0-3 




#32 11 — 125768 




[0 0 5 9] 

0 f FY, F, -^U>. *3r$/h$/>, PACAP, -fe 

GHRH, CRF, ACTH, GRP, PTH, VIP (Ayy^r^ >f ^ 

-f^v^—y. cgrp (*;i/^h_>i;->u i/-f>f ^ kwf) 

. Tfjyy, 7Fl/t'J>, a£<fctf/S -^^E^^T^ (chemokine) 
. IL-8, GROa, GRO|8, GRO r< NAP-2, ENA-78, PF 
4, I P 1 0, GCP-2, MCP-K HC14, MCP-3. 1-309, 
MlPla, MIP-ljS, RANTES&if) , :n> F"fe U ai^^D^X 
h U ^a.-n^>S/> % TRH, nisV \/T^rJ v ?>Ky 

[0 0 6 0] 

_tfB (l) ©^ifcicfcut, #161© Uiz^# -SfiStKi^ts 'J ^> K^i 

£>*)Mcfc*ui, su^f> F^fsf^ffltc/scr, ®2M8i»©i/ 12:7* -gas 

4 7 ffi§E# 2 0 0 0 - 3 0 1 9 0 8 




11 — 12 5 7 



*»i©i/t^-iaRn GgaM^^-iait$i»sLc- 

S S 3 R) {CT^ yMSH^'Jl^^^"e^6 0%<£>*BIf!l'|£#fg#)£>*l£o 

) • ta,^a,&£0, ^;b=e>^oEi iiffli> ift&ffl 

mt&tfc, *-gmtt±, ft^wmffi* Ai^i^i, ?L*f-3o»&£) . BT/ffl/ 

a ic m -o x ymi t -? & z. t & x^ z> . 

, M#Si:totiitSri:^T^I.. ;fc#gi3)!©DNAtt, ^(D%i£X\ & 



4 8 



£tif£4# 2 0 0 0- 3 0 





#5p 11 — 125768 



- F^£DNA&£^i$fC|l!&e>;ftS&&©2fifl£, mWM. MMftk <n?;v 

. mmm. ^jt&r, n^M^Ett^iz-mzm^^titzmmMmizm^^ti^ 
m-&HMfcMT*mm-tz>z\}iiz£vTmm;-tz>z\£tfT*gz> 0 zti^mmiz^ 
^m^^Mitm^tit^mm<Dmm^mA^m^n^^^iz-r^>^(Dx^^ B 

0 [0061] 

n-^;**-^, h^#>K 7 ^ tf T rl A (D&o &fg-£r&K %g&ft±)VU 

tr^m^^n^o MfflM&]&Mtf3jzf±)l'-£2bZ>m&lzi$. mi&$ A z7(DMffllz $ 

m^m^^^mmtr^itmm^^fiEomn^mMmmiz^'Dxm^-r^z.t 

lifl&^&^tf^SSM (Mitt D-y)i¥ h-;K D-v>~h-;K K 

, /KUT^rr-;^ (#U ^ntfl^^i; jK U ^ U y ? y zr 

, ^-f^^tt^tti ($k ^'JVM-h80 (TM) , HCO-5 

<fc v^ 0 

[0 0 6 2] 

±ibw - ^ixn mmm (mah u » 

4 9 ffif£# 2000-301908/ 



11-12 5 7 



Sfr#l tf-F^ t^y^\ >f5?. -9- 

^ifC«j:t;^M«fe^>*\ lPfi^©i^ -fl^cM^Ltf, (6 0 

kgtlT) lC33V^te, -BCo^O.lmg-lOOmg, £F£ L < 

1. 0~50mg, <fc U U < tt&Jl . 0 ~ 2 0 m g T?3d3„ #N&n&?J{C&-£ 

T=bH&&#, MxJf, &MM<DBT~\$mnMz-&. felk&B%- (60kg^l 
T) lCfc^T&, — BiZ^^mo. 0 1-3 0mggg, ^KlilSO. 1~ 
2 0mgIE <fcU^^ L<li^O. 1 — 1 0mg3fSS£|£Mi&HcJ; Ug^f 

^n&&&#. moists (dw>&. -mmzMz-iz. (60kgtit 

) tCS^Tte, -HCogft0.1mg~l OOmg, L < &*<J 1 . 0 — 5 

Omg, d:y^^U<(i^l. 0~20mgtl,5 5 #^CJIftK:ig:^f5#-£-tt 

#\ Mill ^#if^J(D^Tt±®^M^^ iASiSf (60kgilLT) JCfc 
V^tt, -BtCO^&jO. 0 1~3 0mgiE ftKiii^O. l~20mg 
Sit, J:»;»*b<»*&0. 1 ~ 1 0 m g is & »iaif }: J: U S# t S © AW 

iP^-e&s. moWj^XDm^Sj. 6 o k g^fcy tciftitL/fcJlSrS^-rsii:^ 

[0 0 6 3] 
(3) atfi^&Wftpj 

5 0 ffifE#2 0 0 0-3 0 



m 




1 1 - 1 2 5 7 6 8 

(flAtf, 7>yf, v?*. ?if3r> t^J?, 9 *=3, >f*, if>^& 

„ iDNAtfettmRNAfflm V^i2§3£i{£T^, iDNAif: 

ttmRNA©ieiII&*v^^±^|^Sift#3&if©a'e : ?•^W^M^: UTtiST&5. 

>f^'J^>ft'-e/3>^PCR-SSCP^ (Genomics) , ^5 

^, 8 7 4~8 7 9I (1 9 8 9^) , ZfU */—t?l/9X • • if - 3"f 
)\> • T^J-r 1 ^ — ' • if i>S/^fX • • a. — X^x— (Proceedings of 
the Natinal Academy of Sciences of the United States of America) , j&8 
6m, 2 7 6 6-2 7 7 OH (1 9 8 9 *£) ) &£flC<fc ymtSZt^t* 

o 

[0 0 64] 

(4) ^^cDGfiaja^Mu^^^-seHic^f-r* y k<z»£*& 

®AtnHCilB r5i?t>fA;7yt>fj (SSSfth HBftJ4 9 iffMf) 
®AtL%1S W??*^ 1*) YvMA J (iltt> BgfD 5 4 ^#§^ ) 
[0 0 6 5] 

(5) *^©Ggei±ttSl/t7'^-SeSi:U>ij*> K &3E-ffcS 
it^-fb-a-^ 7>*=f— * ©^^'J-->m 

5 1 2000-301908 




#^2. i 1-12 5 7 



m 



(flIAtf, ^^K> SQK> #J*fl:-£®, 
if) t1Ll**<D&1t%l&&<X9y 

#»W©u-fe:7*-gaKlc#-rs7>*=f-* M , (a) ytf^Ffc* 

*nffl<DX? U -:=.>^&C;J3^Tte. (i) i: (ii) ©#-&Jc fctts, M 

sit, itm-t^zn^ma-r^o 

[0 0 6 6] 

5 2 fcBSE4f 2 0 0 0-3 0 




m(Dmm^izmm^-&r=.m^t. «»>fcy#> Ffcj:tf«*Mfc-&«£#5fcis<B 

Its, ^LfcU^>K0)mm^fe«MM^lc*f-tS^4$:iB!f^L/, itm 
•?2>Z.t*!&ffll£-irZ>V i$y Fi:#&W©l'1z7*-3ejR*£©*S^te&3tft 

(DflRSBLfcy F£. *»W©DNA€:^-rs^JMEtj|fr&fll§|-r*ii:K: 

# > F 33 J: 3*»f t £«J MiODNA?: f £ 7£ « £ tSrt 

[0 0 6 7] 

Its. l/1z:7*-&tfLfc*HIJfrffl«iStt 7 9 3fF>»3ffilk Tiz^;i/ 

;i/h-jiv>wtM&* mmn&^m. »gas©y>i^ c-f os 

©iSttffc, p H©<£TJ&ifS:(E3i-rs?Sffi*fc»ffll«!l*r*?Stt«5if) £WJ£U 
©*^©U-fe^ , ^--Sa3R*S:?S4£'fb-r*fl:^* (iiH #3BB© l/fc^* 

D N A fe^t4jgHgMS**tS3: i: IC J: o TUflMLt&cs§gi L 

5 3 ffi|E#2 0 0 0 - 3 0 1 9 0 8 



11 — 12 5 7 



MlfeMmffift (09*. tf, T^*\?yM&M^ Tttfrn U »Ca 2+ 
[0 0 6 8] 

^-sai$: ^ ti mm. mm * & « * <?>mm,wm& ^M^xcsei^s^ 

b**b&#e>* ^^©l/iz^-ssKfcMv^ci^c^oT, y 

*mw<D*z v--yyi3m<DMifaMftmwzs;jsTiz-tz> 0 
rtt, ttfiabfe*»w©^*^*-seH^&^ , t* : b©^&*i«^©t»© 

b^u y-ri>ytc,Hjv^*:i;©viz:/#-xa 

[0 0 6 9] 

#60,9© D N A £ ttfLM^S&MT-^Sir « r £ K «fc y fi 1 ^ 5 i i: #*F£ b vn 



5 4 



mSE4f 2 0 0 0-3 




4$5]£ 11-125768 




£^&/^^D^>f ;i^C«t-3^#^#^?^* (nuclear polyhedrosis v 
irus; NPV) ©sKU^KU ^D^E-*-, S V 4 0 fi^CD^ O # U 

H©T»K:ffi*&tf©##£ Lvn 0 #^Lfcl/iz:7*-©*fc*©fc2t«:**i& 

&4km<Dj3&T*f7 5 i'fc#T?£<&. 09*.WU AtR CNambi, P. P,, if— 

;i/ • ^-^ • • -ir $ ^ h 'J - (J. Biol. Chem.) ,267^,19555~19 

[0 0 7 0] 

K^#<^*n*H^©ii:S:VO. LTtiU Potter-Elvehj 

emM^^^^-^-^M^^^*^"^^ yy^^yf-^v ^vy 

5 5 ffifiE# 2000-301908 



11 — 12 5 7 



# 



mtf^t LTJSV^tl*. mZ-lX, ffl]Btt¥HK&{5£ (50Orpm~3OO0 
rpm) T*M*%m *5 1^~10^) »4>U _L»£3 ZK^m (15 0 

0 0 r p m~3 0 0 0 0 r p m) tSf 3 0^~2HKMb, #£*l£tfcM£ 
RW^ttS. Stfl(EH#*tcHu S§^Ufci^^#-g6fC^£ifflfl&fi3fc<Dy y 

llHJfiSfey 1 0 3 ~1 0 8 ^T'fe5«^<^ 1 0 5 ~ 1 0 7 &3"e&2><D 
[0 0 7 1] 

o 

-&*fcfc£#ffi^£>*i5. Mi« C 3 H] . [ 125 l] . [ 14 C] , [ 35 S] te¥v 
3htci y i/iz:/*-g fcSBiS-r*. Ay^r-icte. P H4~l 0 ( 

34b'<ttpH6~8) CDU^^^T-, h y ^-^^A^7T-^ifC7)U 
«£^„ #MWtt*g£&<S3*Si*SB&9'-e. CHAPS. Tween-8 0 



5 6 



ffifiE# 2 0 0 0 -3 0 




> K©#»£fflja.*Bfi9T?PMs f, n>r^^x e-6 4 c^y^Kw^m 

9S) , ^^^^>^^©7 0 n^T-ifia«J?:»-r^r h=fe;T-$^o 0.0 
lml~l 0ml (DWil'IzT'Z-mWllZ, —feM. (5 0 0 0 c p m~ 5 0 0 0 0 
Ocpm) ©«S»Ofcy^> KSr^JDU RHC10^M~1 0' lp MfflK«||ft 
immmffiSA (NSB) &#Sfcft{c:*ig*I©*tB»©y 

$J 4 1C 3 7 T% ^20 £24 b < tt&J 3 0 £ 3 HSrIBMf 

jjvyz-xtim-rz. *ssL"ts^«^3&v^-&®*^>h(B 0 ) 

(NSB) &§[Vn£;*7^> h (B 0 -NS B) 5:10 0%ilfc|, #J| 
(B-NSB) Mi l£» 5 0%#TKftS«»ffc^ft«:J§JrilE« 

[0 0 7 2] 

JWBSrtge«©U >»fb, c-fos®» pH© 
igifefe & v n £ ^ £ ft v ^ ^ ft /-W ^ 7 - tc 3*^ U SUM b-^^i & £ 

5 7 tfS$E# 2000-301908 



#^2. 11 — 12 5 7 



tttt ^«ss!cD*»re©i/-fey*-sfiK4sts:^-rs*iiijiat*, a&$*©*fiisi*.s! 
#g^^gi^> ffli&ttifflft. tiiatHE m^ji£Lm»iffi«^ if *^A§v^e> 

[0 0 7 3] 

-fe^^-sfiK^^^-r^m. *fcii*»«c!)i/-fe^-aaH«^ft 

* *MI&©BnB# £ -5 * CD & if T'ifc o 

i. y-— y^'muM 

Hanks' Balanced Salt Solution (^^*3^±$^) (C, 0 . 0 5 %<Z> $/jfil?f T;i/ 

*WL/t7°3f-gei&M$tfeCHOM^, 1 2^1/- HC5 X 
10 5 i/^tiftU 3 71C, 5%C0 2 . 9 5% a i r V 2 H ITOSi L © 

o 

r^«© C 3 H] . [ 125 I] , C 14 C] . [ 35 S] >&if"eSiabfcU^>K * 

5 8 ffifE#2 0 0 0 - 3 0 



11—125768 



vjszs fs o . i %?s/jftL»y;i/:/3 > (*/?*v*±sg) sttfPBs-eimM 

[0 0 7 4] 

2. 

(Dl 2^W#Myi/-Mct^ibfe«i©bt^^-gai^CHO 
HUBS*:, Mffliftt 1 m 1 f 2 EM Lfet, 4 9 0 ^ 1 tf)?H!l*£M;£S«?££# 

®1 0~ 3 ~1 0 -1 %©f$jgHfcl^lg?££ 5 jet 1 «»y F*5 ti 

o)ftt> y tc i o " 3 m© y K^5/ti *n^x < . 

'J^>F^0.2N NaOH-l%SDSWU 4ml©|#i/>f l/- 

L, Percent Maximum Binding (PMB) £?£©5$ 1 ] Ttfe^o 
[0 0 7 5] 

PMB = [ (B-NSB) / (B 0 -NSB) ] XI 00 
PMB : Percent Maximum Binding 
B : tfifaZMZ-frmCDm 

N S B : Non-specific Binding (^^M&SS^M) 
B Q : MzK^A 
[0 0 7 6] 

5 9 £BSE#2 0 0 0-3 0 
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mmmm&Mm, mmmSiBnov ymit. c-f os ©?si£^ P 

^^©l/-fe^^-SeSlc#-r-5rrf-^ h) . (n) t£Mjf^ifrl££ 

&<Dit^m°T:-fo o T * £ 

##gqi!<Z)l/1^#-geK^tcMt-<5y>#:3-* Mi, #H!fi© l^-fey^- 
y F^^0^c3[)GgeK^Mi/-fe^ p ^-seMii<z)^i;$:it^-r«>'fb 

<b^^> *fg^© -sb jwc*rr « y # > F^-r s*3a?stt«:« 
^si±5fc»©££T?®#fi&ESS£bT^/BT?&s. 

[0 0 7 7] 

fb^&S^tt*©IS&±j&©E££iliB/£Wi: ITSft^l^ #*3MKK:t£oT 

6 0 £i}iIE#2 0 0 0 -3 




11-125768 

Ifr^J 7«yb, 7>?^ ^3r, fc^S^ ^2/. *=i, 4Z> 

K£*jmmt%>2>tf* mu^om^. -mmzMZ-iz* #E^m# (6 0k g 

£ LT) lCfcV%T&, — HtCo^O. 1 ~1 0 0 mg, L < tei® 1 . 0~ 
50mg, £ L<&$J1. 0~2 0mgt*6, #&PftK:i8-£1-5*-£ 

HTH -HICO^^JO. 0 1~3 0mgIE ^^b<»^0. l~20mg 
sgfil, A*J*f*L<»*&0. 1~ 1 Omsjgg J: 

s. n^m^^m^^. 6 ok g^fc»;jc3i35Lfc4&ia#"r6ii:# 

[0 0 7 8] 

^ t £ * *s ^ © v -t y # - m a k © a m * £ £ w % -r * ^ « © i 5 - b& £ <t # 

6 1 fflSE# 2000-301908 



1 1-12 5 7 



m. mm. wmm. t £&iz-~MizM#>*>tit=. 

mmmmizm^ stis m&mAMnxmmt z>z.k.\z&ix jest* * it^tt 

[0 0 7 9] 

3ffl, ^rTV >M-7^^^i*<DJ:5 3&iHtfM. ^>3*i> &tt£ fctti*- U > 

»#^^tf*)f3R* (Mill D-y;i/bf h-fr. D-^y-h-JV^ i&iti~h 
, *>f^->ttlfffi?SffiS!l (.m. 3KUv;i/^-b8 0 (tm) „ hco-5 

0) LT^J: v» 0 itt^tbtlt nvi, *S?f&&£f#M 

[0 0 8 0] 

±E^B6-?&iaitt, ix.ll ffiSftff 'J^iMffiE TO 

th'J^AM) „ ^jH-ffcJW (09*. H M / <>f^3-9^ mm^nij^ 
>fcif) , (Mill m Mfei*r;i/7^ #y 



6 2 



miE4f 2 0 0 0- 3 0 



# 



11—125768 



ift^ 59 k tfi?-3f, nys?. 9 2/. >f*, -9- 

tcJ:*;H^tt*>*^ lPK#©i^ -«»icffif^.«. ffiAS«f (6 0kg 
tlT) IC&^T&. -BtCo^jftO. 1 — 1 0 Omg. b < 1 . 0~ 

50mg, J:ySF£ L<tt*&l. 0 ~ 2 0 m g T?*S. *«P»lCl8^i-*»^ 

# ^^J©^-e«3iSMx«. Jg^M# (60kg£LT) 

V^ta. — BfCO^O. 0 1~30mgtE ^^Kttl!lO. l~20mg 

mm* i'j^Kii^o. i~i omgtss&MR&Mjej: ys#t4©^# 

[0 0 8 1 ] 

& h -r z> m * © m <d u ± * - s a h m © & * 

#h S:IBI©&SV^^±atllilfiSK: J RJSS-&fc<Z>^. *tgffcffi#±©«lIiJ&©*Ste&iH!I 



6 3 



tfJ$E4# 2000-3019081 
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[0 0 8 2] 

ab\ fcSV^ttF a bH^&M^TfeJ:^. #$618© blz^* BSCS? tC 2fr 
C 125 I3 . C 131 n , ( 3 H] . C 14 C] fciftfJBv^tis. ±IB*5R 

[0 0 8 3] 

if© Wf£#-HSi. jK U x -3 1 U Jjf U 7 # U ;i/T S F, */ U n >#©-£f£TO 



6 4 



ffiSE#2 000-3019086 



• # 

11—125768 



Wfi5*^©^ty^-gaiI5:git53i:*^tl.= i#c£J££ 2&K 

o 

s # © a #i T? 2 «sje*-fc <d (Dm&m z m v ^ r % * v ^ . 

mis t. 2 ^csis m v a h *l ##6t£ © ^ y * n - mnn* it \s ± * - s a HS? 

[0 0 8 4] 

©t>, 5fcjRiS©«»«iK-i:(F) tijiftt^btSiSi:! (b) t&^It ( 

JK £ iSIBJ A©«88Hb*n:# H £ Ixfo £ it . #CfC Hfflf b*iliC £ in ttELfc<D flRKM b#E 

6 5 HiliE#2 0 0 0 -3 



4#5p 1 1—12 5 7 



#&@tmcM-a- 2 @*Bfc«ffi ^-rfttMDffi&mm 

[0 0 8 5] 

igft 5 3 . s;n^e>iK r»3fe^ffi8»sesj («2jiR) mmmffi. m 

6 2 4£3frf?) . r^VyX"f>-i>y ! E; 2? — (Methods in ENZYMOLOGY) J 
Vol. 70 (Immunochemical Techniques (Part A)) % UK Vol. 73(Immunochemica 
1 Techniques (Part B)) x Vol. 74 (Immunochemical Techniques (Part C)) 

, |S[H Vo1 - 84 (Immunochemical Techniques (Part D:Selected Immunoassays)) 
, Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 

nd General Immunoassay Methods)), ISJlt Vol. 121 (Immunochemical Techniqu 
es(Part I:Hybridoma Technology and Monoclonal Antibodies)) (J^_b % Til^r 

6 6 miE#2 0 0 0 -3 




4$5)2. 11 — 125768 

[0 0 8 6] 

«Ulz :/* -g&K©W^"5 ^-J"^^ M 

x- y zmm^m? wtbTn m$im®) 

K v?*, tf-tf-^ *=i, -i^l/fcif) (JSAT 

6 7 ffif£# 2000-301908 



1 1 — 1257 6' 



m 



g4t6DNA«»»«fS:fffB7?tS. ^©^n^-^-illt^ 9 
[0 0 8 7] 

S o ifi^ £ ^ tt« - ©^Sitt-?- J3 J: t>*#Mtf> 

T, IDN AM»t ITlf ©If SMf If^?:lT9r t^ttSo S 
£>&C, B»DNA&«^-r*«f*t©l& i ft€:XSI'r€>ii:tCJ: ^Ait^&ffl 

##PI©DN Aj|£^V?7.©M^©DNAtjL<taRN Afcii: 



6 8 



&fl# 2000-301908 




11 — 125768 

& mmn^-t %> z. 1. 1> «j m -e & & . 

[0 0 8 8] 

UPAC-IUB Commission on Biochemical Nomenclature Id <fc -6 Bl^feS 

DNA : -5***2/ 

cDNA : ffi«fi&7 s **2/y3K«» 

A : T^-> 

T 
G 
C 
RN A 
mRN A 
d AT P 
d TT P 
d GT P 
d CT P 
ATP 
E DT A 
SD S 

[0 0 8 9] 
G 1 y : 
Ala : 77-> 

V a 1 : AV y 

Leu : n >f i/y 

lie :-fvn>f 

S e r : iz U > 




6 9 
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#5£ 11-12 5 7 



Thr 
C y s 
Me t 
Glu 
Asp 
L y s 
A r g 
His 
P h e 
T y r 
T r p 
Pro 
A s n 
Gin 
pGlu 
Me 
E t 
B u 
P h 
TC 

[0 0 9 

T o s 
CHO 
B z 1 
Cl 2 Bzl 

Bom 
Z 



tfjvz * yW. 

r^A'y^ym 

v i?y 

r;i3?-y 

nx^tfy 

•? 3L—)\,y=y — y 

fuyy 

yy.n^^y 
tfjv* s. y 

*T)/Vi?y-4 ( R) -#;i/tf;3fi^ K: 



0] 



2, 6-i/^DD^>i/> 



7 0 
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C 1 -z 
B r -Z 
B o c 
DN P 
Trt 
Bum 
F m o c 
HOB t 
HOOB t 
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2 - v □ n i/;i/^-^r Vii Jitf— ;i/ 
2 - :/n =e ^ > ^ ;i/ 

F U 3^1/ 

N- 9- jv* h^S/tni/ft—A/ 

l - kFn^i//<>Xh U7i/-^ 
3,4-ytFn-3-bKa^i/-4 - rtf-^ y - 
1 ,2 ,3 -'Oy h VTi?> 
: 1-h: Fn^-5-/;i/^;b*>-2,3-^#,n/;tf3fW ^ F 



HON B 
DCC 

[0 0 9 1 ] 

[SH^[|#-^ : 2 ) 

Sfift^MUz^-SfiKh SLTin-KtSc DNA©tli?l$:^t 



I^OHifefll 1 Tif^ttfeEscherichia coli DH5a/pCR3. 1-hS 

7 1 tf}|IE# 2000-301908 



# 
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LTH ¥f&l 1^4^2 8 0^ ?)lillf lit«^i^I#HSiif^ 
ffi (N I B H) IC^K##F E RM BP-6710t It, sfofc-l 1^4^2 
0 Hfr&jraSsA • 5§SW^m ( I FO) iC^K##I FO 1 6 2 8 4 £ L-T 

[0 0 9 2] 

^n--^^ (Molecular cloning) JCfB«3 tlT V*<52fSSlCf£o fe. 
[0 0 9 3] 

1 t hM©GSaiMMl/t^^-gai?:3 - F"f £ c DNA 

© # n - n y ? t m.mmm<D^ 

UMIcDNA (CLONTECHtt) %:MM£ 2f0^7>fY-, ^ 
^-fV-1 (SB^!f*#:3) fcitf^-f V- 2 (K8J##:4) 5:ffi^TPC 
RiRjS&fToifc. StjRlSKlfeW&MliSJROJH^ttJiaac DNA©1 0#<Z>14£ 
iltbt^ML, Advantage 2 Polymerase Mix ( 
CLONTECHtt) 1/5 0*, ^5>fT-l (5!#J## : 3 ) fcitf^-f 
V-2 (fBJ!J#-5§- : 4) £ #0. 2/tM, d N T P s 2 0 0/tM, feitff 
Jg&C^#©A-, 7T -£;&lI;l, 2 5 fi 1 L-fc. PC RKfolt, ® 94 

"C • 1^©^ (D 94TC - 2 0#, 7 2°C • 2 #©1^ * ;i, £ 3 EH, ®9 4*C 
• 2 0#, 6 5TC- 2 0#, 681C - 2 ^ 3 HI. <g) 9 4 *C • 2 0# 

, 5 8t'20^ 6 81C • 2^©*>f ^^S:3 6lHf»yjgL, © *«tC6 8 

°c • 7^©#*^^$:^o^ 0 mpcKRm^oKmmm^T A^u--y^f^ 

yMlnvitroge n*±)©#l;£fCfie^:/5*3. F^^^-pCR3. 1( 
Invitroge n*±)/v ^"79 U — ~y l>f=. 0 CHlfcAJMD H 5 a 

c DN ABB^'J (BJ#I#-& : 2) lOcDNAi'J^t. 

7 2 ffi|E#2 0 0 0- 3 0 




# # 

11 — 125768 



gailhSLTt^U i©7&5tlEgl#«:*»« (Escherichia coli) DH 
5«/pCR3. 1-hSLTi^lfe. 
[0 0 9 4 ] 

[0 0 9 5] 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel G Protein-Coupled Receptor and its DNA 

<160> 4 

<210> 1 

<211> 340 

<212> PRT 

<213> Human 

<400> 1 

Met Asn Pro Phe His Ala Ser Cys Trp Asn Thr Ser Ala Glu Leu Leu 

5 10 15 

Asn Lys Ser Trp Asn Lys Glu Phe Ala Tyr Gin Thr Ala Ser Val Val 

20 25 30 

Asp Thr Val lie Leu Pro Ser Met lie Gly He He Cys Ser Thr Gly 
35 40 45 

7 3 tfifiE# 2000-301908 
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Leu Val Gly Asn He Leu He Val Phe Thr He He Arg Ser Arg Lys 

50 55 60 

Lys Thr Val Pro Asp He Tyr He Cys Asn Leu Ala Val Ala Asp Leu 
65 70 75 80 

Val His He Val Gly Met Pro Phe Leu He His Gin Trp Ala Arg Gly 

85 90 95 

Gly Glu Trp Val Phe Gly Gly Pro Leu Cys Thr He He Thr Ser Leu 

100 105 110 

Asp Thr Cys Asn Gin Phe Ala Cys Ser Ala lie Met Thr Val Met Ser 

115 120 125 

Val Asp Arg Tyr Phe Ala Leu Val Gin Pro Phe Arg Leu Thr Arg Trp 

130 135 140 

Arg Thr Arg Tyr Lys Thr He Arg lie Asn Leu Gly Leu Trp Ala Ala 
145 150 155 160 

Ser Phe He Leu Ala Leu Pro Val Trp Val Tyr Ser Lys Val He Lys 

165 170 175 

Phe Lys Asp Gly Val Glu Ser Cys Ala Phe Asp Leu Thr Ser Pro Asp 

180 185 190 

Asp Val Leu Trp Tyr Thr Leu Tyr Leu Thr He Thr Thr Phe Phe Phe 

195 200 205 

Pro Leu Pro Leu lie Leu Val Cys Tyr lie Leu lie Leu Cys Tyr Thr 

210 215 220 

Trp Glu Met Tyr Gin Gin Asn Lys Asp Ala Arg Cys Cys Asn Pro Ser 
225 230 235 240 

Val Pro Lys Gin Arg Val Met Lys Leu Thr Lys Met Val Leu Val Leu 

245 250 255 

Val Val Val Phe He Leu Ser Ala Ala Pro Tyr His Val He Gin Leu 

260 265 270 

Val Asn Leu Gin Met Glu Gin Pro Thr Leu Ala Phe Tyr Val Gly Tyr 



7 4 ttigE#2 0 0 0 - 3 0 1 9 0 8 e 
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275 280 285 

Tyr Leu Ser lie Cys Leu Ser Tyr Ala Ser Ser Ser lie Asn Pro Phe 

290 295 300 

Leu Tyr He Leu Leu Ser Gly Asn Phe Gin Lys Arg Leu Pro Gin He 
305 310 315 320 

Gin Arg Arg Ala Thr Glu Lys Glu He Asn Asn Met Gly Asn Thr Leu 
325 330 335 

Lys Ser His Phe 
340 

<210> 2 
<211> 1023 
<212> DNA 
<213> Human 
<400> 2 

ATGAATCCAT TTCATGCATC TTGTTGGAAC ACCTCTGCCG AACTTTTAAA CAAATCCTGG 60 
AATAAAGAGT TTGCTTATCA AACTGCCAGT GTGGTAGATA CAGTCATCCT CCCTTCCATG 120 
ATTGGGATTA TCTGTTCAAC AGGGCTGGTT GGCAACATCC TCATTGTATT CACTATAATA 180 
AGATCCAGGA AAAAAACAGT CCCTGACATC TATATCTGCA ACCTGGCTGT GGCTGATTTG 240 
GTCCACATAG TTGGAATGCC TTTTCTTATT CACCAATGGG CCCGAGGGGG AGAGTGGGTG 300 
TTTGGGGGGC CTCTCTGCAC CATCATCACA TCCCTGGATA CTTGTAACCA ATTTGCCTGT 360 
AGTGCCATCA TGACTGTAAT GAGTGTGGAC AGGTACTTTG CCCTCGTCCA ACCATTTCGA 420 
CTGACACGTT GGAGAACAAG GTACAAGACC ATCCGGATCA ATTTGGGCCT TTGGGCAGCT 480 
TCCTTTATCC TGGCATTGCC TGTCTGGGTC TACTCGAAGG TCATCAAATT TAAAGACGGT 540 
GTTGAGAGTT GTGCTTTTGA TTTGACATCC CCTGACGATG TACTCTGGTA TACACTTTAT 600 
TTGACGATAA CAACTTTTTT TTTCCCTCTA CCCTTGATTT TGGTGTGCTA TATTTTAATT 660 
TTATGCTATA CTTGGGAGAT GTATCAACAG AATAAGGATG CCAGATGCTG CAATCCCAGT 720 
GTACCAAAAC AGAGAGTGAT GAAGTTGACA AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 780 
ATCCTGAGTG CTGCCCCTTA TCATGTGATA CAACTGGTGA ACTTACAGAT GGAACAGCCC 840 
ACACTGGCCT TCTATGTGGG TTATTACCTC TCCATCTGTC TCAGCTATGC CAGCAGCAGC 900 

7 5 2000-301908 
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ATTAACCCTT TTCTCTACAT CCTGCTGAGT GGAAATTTCC AGAAACGTCT GCCTCAAATC 960 
CAAAGAAGAG CGACTGAGAA GGAAATCAAC AATATGGGAA ACACTCTGAA ATCACACTTT 1020 
TAG 1023 
<210> 3 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 3 

ATGAATCCAT TTCATGCATC TTGT 24 
<210> 4 
<211> 25 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 4 

CTAAAAGTGT GATTTCAGAG TGTTT 25 
[0 0 9 6] 

[02] ndfeMi T*#^tife*i§^cok: h^a3f5«f«Ggae*«:su-fe^* 
-gat h slt^3- Kts dn a<z>&^ib#k as £tf**i;^e>$ij£s*i5 7 

7 6 &IE# 2000-301908 




jf$5|£ 11 — 125768 




mm&i mm 
[01] 

10 20 30 40 50 60 

ATGAATCCAT TTCATGCATC TTGTTGGAAC ACCTCTGCCG AACTTTTAM CAAATCCTGG 
METAsnProP heHisAlaSe rCysTrpAsn ThrSerAlaG luLeuLeuAs nLysSerTrp 

70 80 90 100 110 120 

AATAAAGAGT TTGCTTATCA AACTGCCAGT GTGGTAGATA CAGTCATCCT CCCTTCCATG 
AsnLysGtuP heAlaTyrGl nThrAlaSer ValValAspT hrYallleLe uProSerMET 

130 140 150 160 170 180 

ATTGGGATTA TCTGTTCAAC AGGGCTGGTT GGCAACATCC TCATTGTATT CACTATAATA 
I leGlyllel lcCysScrTh rGlyLcuVal GlyAsnlleL eulleValPh eThrllelle 

190 200 210 220 230 240 

AGATCCAGGA AAAAAACAGT CCCTGACATC TATATCTGCA ACCTGGCTGT GGCTGATTTG 
ArgSerArgL ysLysThrVa lProAspIle TyrlleCysA snLcuAlaVa lAlaAspLeu 

250 260 270 280 290 300 

GTCCACATAG TTGGAATGCC TTTTCTTATT CACCAATGGG CCCGAGGGGG AGAGTGGGTG 
ValHisIleV alGlyMETPr oPheLeulle HisGlnTrpA laArgGlyGl yGluTrpVal 

310 320 330 340 350 360 

TTTGGGGGGC CTCTCTGCAC CATCATCACA TCCCTGGATA CTTGTAACCA ATTTGCCTGT 
PheGlyGlyP roLeuCysTh rllelleThr SerLeuAspT hrCysAsnGl nPheAlaCys 

370 380 390 400 410 420 

AGTGCCATCA TGACTGTAAT GAGTGTGGAC AGGTACTTTG CCCTCGTCCA ACCATTTCGA 
ScrAlalleM ETThrValME TSerValAsp ArgTyrPheA laLeuValGl nProPheArg 

430 440 450 460 470 480 

CTGACACGTT GGAGAACAAG GTACAAGACC ATCCGGATCA ATTTGGGCCT TTGGGCAGCT 
LeuThrArgT rpArgThrAr gTyrLysThr IleArglleA snLeuGlyLe uTrpAlaAla 

490 500 510 520 530 540 

TCCTTTATCC TGGCATTGCC TGTCTGGGTC TACTCGAAGG TCATCAAATT TAAAGACGGT 
SerPhelleL euAlaLeuPr oValTrpYal TyrSerLysV allleLysPh eLysAspGly 



2000-301908 
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[02] 

550 560 570 580 590 600 
GTTGAGAGTT GTGCTTTTGA TTTGACATCC CCTGACGATG TACTCTGGTA TACACTTTAT 

ValGluSerC ysAlaPheAs pLeuThrSer ProAspAspV alLeuTrpTy rThrLeuTyr 

610 620 630 640 650 660 
TTGACGATAA CAACTTTTTT TTTCCCTCTA CCCTTGATTT TGGTGTGCTA TATTTTAATT 

LeuThrlleT hrThrPhePh ePheProLeu ProLeuIleL euValCysTy rllcLeuIle 

670 680 690 700 710 720 

TTATGCTATA CTTGGGAGAT GTATCAACAG AATAAGGATG CCAGATGCTG CAATCCCAGT 

LeuCysTyrT hrTrpGluME TTyrGlnGln AsnLysAspA laArgCysCy sAsnProSer 

730 740 750 760 770 780 

GTACCAAAAC AGAGAGTGAT GAAGTTGACA AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 

ValProLysG InArgValME TLysLeuThr LysMETValL euValLeuVa lValValPhe 

790 800 810 820 830 840 

ATCCTGAGTG CTGCCCCTTA TCATGTGATA CAACTGGTGA ACTTACAGAT GGAACAGCCC 

IleLeuSerA laAlaProTy rllisYallle GlnLeuYalA snLeuGlnME TGluGlnPro 

850 860 870 880 890 900 

ACACTGGCCT TCTATGTGGG TTATTACCTC TCCATCTGTC TCAGCTATGC CAGCAGCACC 

ThrLcuAlaP hcTyrValGl yTyrTyrLeu SerlleCysL euSerTyrAl aSerSerSer 

910 920 930 940 950 960 

ATTAACCCTT TTCTCTACAT CCTGCTGAGT GGAAATTTCC AGAAACGTCT GCCTCAAATC 

IleAsnProP heLeuTyrll eLeuLeuSer GlyAsnPheG lnLysArgLe uProGlnllo 

970 980 990 1000 1010 1020 

CAAAGAAGAG CGACTGAGAA GGAAATCAAC AATATGGGAA ACACTCTGAA ATCACACTTT 

GlnArgArgA laThrGluLy sGluIleAsn AsnMETGlyA snThrLeuLy sSerHisPhe 

1030 

TAG 
*** 
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mm] 

ttsu^^F (r^-xhxh) <Dmfe. (2) ^^©Giaistsvt 

y*-S6«©«IB^CI93*t-s^jfe©^|j&fej:tf/*feJi^«5ffl. (3) ft 
e^&Wiau (4) *»9i©GSeR*«:S!i/-fe^*~sajCK:M"t-*U^f>K 
(5) *»9!©GSaK^«:MU-fe^*-SeKi:U^f>Fi:©ie-&S 

> (6) *»GgaiMSbty^-ieftU^>Fh(Z)^M$:Ift 

/*fcfcm«5fiU (7) *56^©L/-fey^-sa«. F*fctt* 

(8) ^©ut^^-sai, ^©spa-^^ F*fc«-t 



1 



ffJSE#2 0 0 0 -3 0 



#3£ 11-125768 



ffi m A 



»J#-^ [000002934] 
1. 12X^0 1 9 9 2^ 1J5220 



i 



ffilE4#2 0 0 0- 3 0 1 9 0 8 1 




#3* 1 1 — 0 4 2 3 



mmm 

gp£. 

# & ti *E ±| E-fe f= - * tz S £ £ -5 # £ fr 5 o* # gp . 

iuiB-fe-^ttgp&i. 

&ftMizmm&-?-*izm-3<mfc(DA$-y$:mMi,. myt-t&myt^mt 

tuSB^-^A^SPti, 



£U!iE#2 000-301902 




[S#ii2] i ©v^n^ i ^izmm&mmz&^x. 

[i^gi 3] st^i ~i i ©^-rn^ i o&csh«©§£«&c;}5v^ 



2 



ffifE# 2000-301902] 



1 1—0423 



[0 0 0 1 ] 
[0 0 0 2] 

[0 0 0 3] 

[»w l <fc e> t -r <& mm] 

x * > tc ^ & y © m isr # a* y -e- © ra*MM&###jfc u r v * s & g 

fee l^-if^tt, 3.ft£A*fcifK:jlfii*Lfc»'£\ *&-f L &v^x. 

[0 0 0 4] 

[0 0 0 5] 

[Ri &#^-r s * ©#^] 



3 



ffi£E4f 2 0 0 0 -3 0 
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[0 0 0 6] 

illCj:*;, ©KITS*. ttM<®&<DftWl$:m 

[0 0 0 7] 

[0 0 0 8] 

W £ « fi Mtf> & -g- tf . 

[0 0 0 9] 

T\ ^*®#}^A^»^©«fc^Jca&g*^5%©T»oTfc«a^a»©lfflt 
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